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(54)Title: PREVENTEVES/REMEDIES FOR INTERSTmiAL PNEUMONIA ANB PUILMONARY FIBROSIS 


O Rb 


(57) Abstract 

Preventives/remedies for interstitial pneumonia and pulmonary fibrosis which contain compounds having an Rho kinase inhibitory 
activity. In particular, preventives/remedies for interstitial pneumonia and pulmonary fibrosis which contain, as the compounds having an 
Rho kinase inhibitory activity, compounds represented by general formula (1), for example. 
(+)-trans-4-(l-aminoethyl)-l-(4-pyridylcarbamoyl)cyclohexane. wherein each symbol is as defmed in the description. 
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10 Miit^^To M.^mtm^mt^^^o mm^mtzi±uip im'^m^^\^^it-^mm 
mm^mm ^ b i p imm^^m^m^^i^mw^mm .dip (ly^i^p^Kt* 
mm .LIP m^) y^'m^r^m^mm . gip (g«ttp^si4W2*t) ®5 
miz^m^ti^o mm^mcD'hcDt^^nxi^^^^rsw^mifi (i ip) i:. tfc 

Efe^T'{i2HF^14fl*i^^j^ (IPF) i:D?{^*LTV^So J^H®0^e)i(p>5i*)®lz{i. m 

miBizi^o^cDxits mcD±m&^-^^^n^o m^mm^X'^)\^^u^^ (fine c 
rackie) . m^xwi^xitwmitx^j mmn^^^ML. m^-r^t 

±&mm. ^mwmm(Dm^tnm^mmi^^m^^n^mm^m(Dmmt^^mx 
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Rho^i—'^mmi^^^m-r^it^mti.x. ^M-ra-^^ (i) 

J;t)^^tlS<^:^tI*^^^^tlTV^a (WO 9 8/0 6 4 3 3^) o ^fc. feSM 
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PMrStt^Wt-?>:ih*s^S^tiTV>i> (WO 9 8/0 6 4 3 3^:fe.fctJ^Naunyn-S 
chmiedeberg' s Archives of Pharmacology 385(l)Suppl. , £219, 1998) o 

^tz. Rh.o^i—'\fmmri^^mr^<t^'m(Dmmmmtwo9 s/o 6 4 3 
s^t^^N^tL. j£ < ^ifliEE#r&^ms mi\>mmmm. mttn-wmmmm. n^mr^ 

^mmmm. ^^^^mm^mm. iKAiBsm. wmm&mmm. mmmr^mm. 

LA^L. wo 9 8/0 6 4 3 3 -^{C{iP^STO0$ • W^$6^©^E^ • ^miz^mi: 

mt\^xmmx$>^zt-^^mx;^^ mm^e 2-8 9 6 7 9-^. #§^^3-2 

1 8 3 5 6^. mm^4 -2 7 3 8 2 1^. 5-194401-^. m^W- 6 
15 -4 1 0 8 0-^i5<ttJ«WO 9 5/2 8 3 8 7-^^) o 

±g3wo 9 8/0 6 4 3 smmo-f •; >xj\^^^>T^ ]immm±. 
j&wife^^js MsfnE-^mmms m^m&umms m^^mk M^mms M^mmm 

20 xzjFm^mmmi^mmmti.xmmx;i^^:itti^^x:^^ (jj^nass 7--2 o o 

3 6 6^. 4^^Bg6 1 -2 2 7 5 8 1-^. nm¥2 - 2 5 6 6 1 7^^ <m^¥4- 

2 6 4 0 3 0^. 6-56668^. i^lf^ 6-80569^. 6 - 
2 9 3 6 4 3-^. -4 1 4 2 4-^. <i^m¥7 - 277979 WO 97 
/2 3 2 2 2^. ^^¥9 -2 2 7 3 8 1^. ^11 ¥ 1 0 -4 5 5 9 8-^j3 ctti^^Rf 

. 25 0 - 8 7 4 9 1-^) o 

M{-> ±H3:S:S^ (Naunyn— Schmiedeberg's Archives of Pharmacology 385(1 )Sup 

pL, R219, 1998) fd,m(D^ y ^} >mmmt. iia.*^mmzx^mmmmm(Di^ 
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m • r^^^^J^ tT«fflTfe^Cli:*^^^T-fe^ (WO 9 7/2 8 1 3 0"^) o 


(1) Rho^i—^mmm&^^-r^^t^i^^^^{.xti:^mm^m0i - mum 

(2) Rho^:)— fe-MrStt^*-r^^b^«fe*5-|C|a^^^ (I) 
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NR^ 


R^> R'tilni— ^;t(iM^oT7Km. ?\u^y^ -hPs 

15 T^y. T;u^r;i/T^y. •riy)vrxj^ ■r)i^^i^. T'^jv^ji/yt 

>Tyf. T-yji^ ^;i/*rh, 7';i/dr;i/5=-::r> *;i/jJ^*^i>. 
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5 ^§v^{i^ 
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(i^ff. BJizK^s T)Vn^^y^ T^JV^Jl. T^)V^Jl:t^i^s 

- 6 -^JV^fjk-to 
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^ y T;i/:3f;i/<&^1-o 

(3 Rb 

Ra' C N Rc ^ ' 

10 C^fp. Ra' 


^tzli. R' hR'{±^ALTI^ii-rs^^Jl^hh*){^S4't::^5>t3^mi^^. 
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(CH2)i(CW(CH2)n (e) 

15 Rc{iMm*^^bTV^T^c^:V^'^^^1t^^^^^■ro D 

^f^^)p^T-$>^±H3 ( 1 ) ^fzit ( 2 ) HB«op^Mt4fl$i*^ • mm.mm(D^^ • 

(4) Rho^:^-'fe-pfi^rSt4^Wr§{b-^W^ ( + ) -h^>:^-4- (1- 
20 T^y:xi^)]y) -1- ( 4 - tT U i/^0^^1f>s ( + ) - b 

'y>X-N- (IH-bnn C2, 3-b:i b U 4 ->r -4- ( 1 -T 

i/^p^3e+i->:^3;i.4^de-9-5 (r) - ( + ) -n- (4-t:';v 

-4- (1 -T^ ^>XT^ h\ (R) - ( + ) -N- (IH-h* 

Du C2, 3-bD trUi^>-4-'i';i') -4- (i -t'^ y ^>Xt^ 
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(5) Rho^i-—{fmm^^^m-r^it'^<^tK (+) -h^>;^-4- (i- 

(7) Rho^:^— fe'Pl»rSi4^W-r^'fb^^^*s-^^ (I) {z J; ^3 ^^ti-ST ^ 

(8) Rho:^r:^— lflfflgrSt4%Wrs>fb^^*s— (I' ) 

13 ( 6 ) ^feji ( 7 ) H3m®p^Hi4Mi*^ • BWim&cD^m - ^mmmmmmmo 

15 (9) Rho^i—'izmm^^^m-r^^t^'^i)^. ( + ) -h^>y^-4- (1- 
T5.jj^^jv) -1- (4 -h:U i^;b:tj;i//'-?^>r;i/) i^^D^:3ri^->. ( + ) -h 
^>;^-N- (IH-tfDD C2, 3-b: t:Ui^>-4-'f -4- 

D^^it>*;i/4^^1t ^ h\ (R) - ( + ) -N- (4-l^Ui^ 
-4- (1 -T^ ^>XT^ H\ (R) - ( + ) - N - ( 1 H - 1: 

20 C2, 3-bD i^u s^>-4 --r;!/) -4- ( 1 -T' ^ ^ ^>y:T X 
ftj!jp^T'fes±33 ( 6 ) mm(D?^m\im0i - mumm<D^^ • mmmmmmim<mo 

(10) Rho:^r:^— fe*PISrS+4%«t-§<b^tl*s. ( + ) -h^>:;^-4- (1 
-1- (4 -t:>; i^;l/:t?;w^•^-r>'^) D^:^-tf->*5 

(1 1) ^^ft(^Rho^::>— ^fPflgr£t4SWt-S^b^i^>S:.##t3iS#1-^Ci:<£ 

9 


wo 00/57913 


PCT/JPOO/01728 


(12) Rho^^—ammr^^^^mr^it^^if^-^^ (i) izj^[)m^mT 
13 ( 1 1) %m(Drsw^m0i • mummcD^m • mm:^mo 

5 (13) Rho=3p:^— fe-|S^rgi4:&;&-r§'fb-&#>*5-«S^ (I' ) izxy)m^ti^ 

±iB ( 1 1 ) ^feii ( 1 2 ) HB«®p^Hi4Mii^ • fl$i^*f^£7)^i?^ • mm:^mo 

(14) Rho:3r:^— ifPI^rStS^W-r^^b-^i^*^. (+) -h^>:;^-4- (1 
-T5.y3c^;i/) -1- (4-t:u^:^;l/:^J;l/^^*^-r;^) i>^D^:^-9->, (+) - 

10 h^>;^-N- (iH-h:oD C2, t: u i^>- 4 -^;i/) -4- (l- 

T^yx.5^;i/) i/^D^:^rl^->:^3;i/7}fdf-t>-^ K> (R) - ( + ) -N- (4-t:U 
i;;i') -4- ( 1 -r 3. y:ii^;i/) ^>XT^ h\ (R) - (+) -N- ( 1 H- 

t^DD C2, 3-b:) t:>j i>'>-4--i';i/) -4- ( 1 -:p^ y j^^;b) 

15 ^f^j-jpm-e^^^iB (11) BEmcDmw^m^i • ms^^i^o^rs • ^m:&mo 

(15) Rho^::^— fe'PflgrSt^<&Wr^'fb-&^A5. ( + ) -h^>;^-4- (1 

-T^y3i^;i/) -1- (4-b"Ui^;l/:i/;^^^•^'r;l/) i/^p^=Jr-t>->*D<fct>Vt 

rci±^<Dm.M±mn^ti^ ^mmnm^X'^^^m (i i) iBm®rBmtsji*ii^ • 0^ 
20 (16) r^stsiii^ii^ • mwimm(D^m • ^mmcDumcDMR h o ^i—^zmm^ 

(17) Rho=5r±— tfPI^tgtS^WrS'fb^tJAS-^^ (I) IZi^y^^^fl^T 

±iB ( 1 6 ) IBttO^fflo 
25 (18) Rho^^-HfPl^ySt4^;&1-S<b^tl*^-i^^ (I' ) lcJ;»3m^tiS 

±H3 ( 1 6 ) sfeji ( 1 7 ) mmcDmmo 
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(19) Rho^-^—ifmmm^^^-r^<t^mi3^s (+) -h^>y^-4- (i 

-1- (4 -h*'j v;i/*;i/>'N'^-r;i/) v^D^^^ritVx (+) - 

(IH-t^nn C2, b* U 4 -4- (1- 

>-^D^:3F-+>->:b;i/:}f^-9-^ h\ (R) - ( + ) -N- (4-b'; 

5 -4- ( 1 -^>XT^ h\ (r) - (+) -N- ( l H- 

tTDP C2, 3-bD bUi/'>-4--r;i/) -4- ( 1 -T^ ^>xt 

mntni^t:^^±t'5. (16) BBm<^)^fflo 

(20) Rho^:^— tfPWrS^^^^t-^'fb^tJ*^ ( + ) -h3>^-4- (1 
10 -T^y:ii^;i/) -1- (4 -b'j s;';u;t;;w\"^-r;i/) i/^D^ipitvisi^tj/* 

(21) -tiB ( 6 ) ~ (10) (D\^^TMizmm<Dmm^m0i • • 

15 

Eitis y\yyi-^^^^>m^mn\^m0i ammm) ^7^;btzi5{tsRocK-i 

« (ROCK-II mRNA/GAPDH mRNA) mmtru:f^^ iyy^-^mcomf^ (B^) 
(^atiS^fi2 0 Omg/kg) ^^nTo (n=4, * p<0.05) 

mm^^<^^&mmmzRi^-r. ^^^B^^t^^m (y - 2 ? e 3 2) (D^m^7i%\.tz 

25 ^) ^^nTo □{i:/l/;rv^S/>^^^#U^a:^i^7K^PiBlS-%-Ufc^ (BLM 
g¥) 0{i::^U:tv^ v^><fetS#LY-2 7 6 3 2>&PiB^#LfeS¥ (Y-2 7 
6 3 2g¥) ^> A{±^U^^^i/>$jiS#-y:-r^a:^m7K*PiB^#bfc^(Nor 
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ma im)^^ti^ti7fk'ro 

(n=5, * p<0.05; BLM?| vs Y-27632 If , § p<0.05; BLM S¥ vs Normal S¥, + p<0. 
05; Y-27632g¥ vs Normally) 
EI3^i^ :^^m^t^^ (Y - 2 7 6 3 2) OTO^ibj^lz^fSrftffl^^N-T^-^ 
5 7T*feSo iie&lft{±5i^«®^^s mm±Y-2 7 6 3 2©?iJ^^^-ro 
(n=6, * p<0.05 Y-27632 vs Y-27632 ^ZilB§¥) 

p mm^r^n^Bm s lip m^) >^m\^mw\^mm > gip (gwts 
p^MttiSi*^) CD 5M(3^M$tvSo mm^m(D%(D^!i^m^mw^B0i (i ip) 

Wfli^T'^;i/^D^# (fine crackle) . fl^g|5X^#T'{i^7J^{iX U 

es»i>K^^ML. Bfft-i>i:igr>bt^. !^m*^^>f)SBe>tt§o mmm^^r 
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XXU:Ri-->:^r-^— fe'*^P*-ri>o m^i^. ROKa (ROCKII :Leung,T. 
J. Biol. Chem., 270. 29051-29054, 1995) . pl60ROCK (R0K/9^ ROCK 
-I : IshizakiJ. The ENBO J. ,15 (8), 1885-1893, 1996) *Jj:tF^®ffe® 

5 ^mM(D^M^t LTM^tlSR h o ^±—izmm^\i^mT^ih^mt. U 

Xlt. Rho:3p:^--^f|JaS^>^ffi>^;g-r;5sfe)®T-fetl^^l^7b*^^^)®T^)J;V^o Mi^ 
mizit. ±gBW0 9 8/0 6 4 3 3^:fed:t>*W0 9 7/2 8 1 3 0-^ C^{^ Naunyn 
— Schmiedeberg' s Archives of Pharmacology 385(l)Suppl. , R219, 1998) IcIBiB 

10 w?>nSo 

autaT'^ hMb^^i:LT{±±i3-^5C (I) t)^^tiS<b^tl. 

>^M«#^J:bT{±m^:7Ty^i^;i/ C^=^1tt Kd - l - (5--r v:3F-y ^j=-)ix 
-iH-i, 4-i^T-ift:>D ^*sfflv^?,tt^o BulB-rv^yu 
15 >^S'^^:^iUT{i^ ^^-t>-t KD- 1 - c (4-p<^;i/- 5 --r v^y u-;i/) :^ 

-lH-1, 4-S^7'-tf t:>-^^J^. (S) - ( + ) -^ai^itbKD 
-2-^^;i'-i- C (4 5 --r v^ipy U— ;i/) - IH- 

1, 4-i^T-tflf>ig^JS. ^:Jp-tl-t h'D- 7 1 - C (4-^^;i/-5 
--f v=3py U-;!/) -IH-I, 4 -i^T^-if b:*>-^^^. ^=3p-9-t 

20 KD-5-^^;i/- 1- c (4-p<^;i'- 5 v^y U— ;i/) x)\^^^=.)i-:) - i 

H- 1 , 4-i^-r-{z\^>—^mm. ^^+>-b KD- 2 1 - C (4-^5^ 

5 --r V=Spy 'J::^;i/) -IH-I, 4 -i^T-fe't^>^^^. 

(R) - (-) --\:^+ft KD- 2 1 - c (4-p<5^;b-5--r v^ipy 

Uri;i/) X)Vyt^=.)v:i -lH-1, 4-Z^'r-iz\^>i^mM. (R) - ( + ) 
25 itt KP - 5 1 - C (4-^5^;i/- 5 --r v^y U-;i/) ;j^;i/7t:-;i/D 

-IH-l, 4-i/THf b•>^^^^ASfflV^^n^o 
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(I' ) l3j:l9^^tL^T^ h'-fb^^^Tfe^o 
^tzs :$:^HJ^3*5V^T{is 1 R h o tf Pl^fStS^Wr S'fb^i^?^^ 

:$:BM«'4^> (I) 43=fct>*-^^ (I' ) <Dm^^(D^mit^!fl(Dm^r^ 

5 So 

R. R' . RM3j3{ti.T;u^;b^{iJ^^mi-'l 0{@©iSM)t^Sfc{i^^$iI4^O 

;k ^2^r^;K ll3^r^;K ^>^;k ^=3rS^;i/s 7f-^^;K y 

10 R. R' ^ RHz^if^i^^uT;i^jutl±i^^nyn\^)]^, iy^uy^ji/, i/^ 

R. R' . R4zi3{tSS«'^DT;i/:^r;u7';i/:^;ui:{±s^^nT;i/:JF-;i/gl5As|5ia]^^ 
^ 3 ~ 7 i@® D r;i/:^;i/-tr D ^ t^;!/^;!/^ ASj^^tSt i ~ 6 fla® ism*^* fcii 
15 (^5^;k rDt!;K >rvrntf;w 

P^>5^;b^^->;i/. ->^P^^sy;i/^^S/;w S/^p^7°5^;I/ 
R. R' . RMzj3{ts:?^-^;i/^;i/i:{i. UTj^^^i~4{@®r;v 

25 :ir;i/^^i"S <fe)CDT"^-oT. ^>i/;l/^ 1 - 7 i - 2 -7xn;i/j:^;K 
R. R' . R '{Zj5{tS^±{wgglS^WLTl>T*) J^V^S^-^PT;!/^;!/. v^P 


14 


wo 00/57913 


PCT/JPOO/01728 


(R. R' ^ R'iZ:i6\if^T^)]y^)Vtmm) ^ ^ndt-;!/^;!/ (R. R' . R U3i5 

>'7;i/:tO^^;i/, h U :7;1/:?|-u^^;K 2, 2, 2 - h U :7;i/:i-Da^5^;K 2, 
2, 3, 3, 3 -^>^57 7;i/^DrD t:;i/^:$:^-ro ) s -hcix T^y. S^Ty. 

10 Ti> h^^t^mf^n^o 

Ri:R^fe^v^{iR' ^R' i:ASM-&LTI^g?-r^Mmi^^i:i:ife{c^t43tc^f){c: 

Rn3*5{ti>T;i/=Jr;i'i:J±R. R' . Rnc*5{ta7';i/ar;i/i:i5iST-^i)o 
20 R\ Rnzi5{t^^ND>if>, T;i/i3drS's T^;i/^;K±R. R" . R» 

VNT ^ L >fo <D ^ P^T- -5 o 
R\ Rnc*5{t^Ti/;i/h{i^^l&2~6f@CD7';i/:*7y -r;!/ (T-t^JK rof 

R\ RMzi5{t^T;i/^;u7'^ y T;i/:3r;ugp{zj^^ij l ~ 6<@fiDiail^^^ 
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S2$57'5^;i/:p^ y^ ^a^:^^;!/^^ y. -^>^;i/T^y. y^^ 

R\ Rnz:fe{t^Tiy;u:F5.y T>>;uh bTj^^iK2~6MCDT;i'*y 
5 ;k ^>i^;w *fc{i:?^;i/*y 'r;i'gB*sj^m^2~4flicD:7:n-;b7^;i/:;by -r;!/^ 

/'^y^ yti/ y. tr/^o^r^i/T^ y^ ^>v*-r;wT^y> 

20 ;i/^:r^>g:^-ro 

R\ RMz*5{t^T;ni=SrS-:*?;i/:}trr;i/^{^, T}]^zi^iymzUmWLl--Qm<D 

R\ Rnc:fc{taT;i/^;i/*;w\*^^;i/i:{±, j^^^ i '-4fli©:p;i/^;i/-r-^ y 
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10 R5{z:fe{ts:f';i/:t»y-r;i/;r^i^^{i:. 7';i'*y-r;i/gi3Ccj^S^2~6f@cDT;i/7b 

R^{3i5{ts:7'^;i/=^;i/;^^i^;b;i/4^r^;i/;t:3ps>i:{±s i 
15 1 -:7 2 - 7 

RUz^i-f^TJl^MtR. R' s RM343(t^T;i/:ir;i'^|3iaT'fe§o R\ 

Rnzj5{t§T;i/=^;i/{iR. R' . R M3^'{tST;i/^;ui:|5iST-feO. R\ R'{3 

20 i5{taTv;i/=^r;K±R. R' . R j5{t^7'^;i/dp;i/i:[5l«T*$)^o 

R^{ci5{tST;u^;i/{i:R. R' . R M3:fe(t§T;i/=ir;uhl5l^T-fe R'lciJtt 
ST-^;vJp;i/(iR. R' . R'iz^lii-^T'yJi^jitmmX'^^o 

R^tR'' i3^i^^i.xm<^iz ^ e> izmmm'3^. mnm^ ^ tz i±m^m^m ur v >t 

25 --f;!/. 2 ^=^1ty— 2 ^^^v^'j>-2 — r 

;W 3, 4, 5, 6 -7^ KPtrU v>- 2-^;k 3, 4, 5, 

bKDh*';^v>-2 — r;K i, 3 -^^^rityj >- 2 i, 3-5=-:pv' 
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R^Uzi5it^T;i/dr;i/{iR. R' . R Mzj5{t^7';b^;^^|5i«T-$> 
R^\ R^Uz:j3tt?.>'NDT;i/^;K ^S/;b;i/4^^;i/{iR. R' . RMci;v^ 
15 X7rs\.tz=b(Dhnm.-^-^K>. Ri°> RiM::45{ti.T^;i/^;b«iRs R' s RMz45 
(t a T ^ ;i/ ^ TOT* ^ i> o 

R^°. R^ i3b5?^-&LTBfi£r^i/^nT;i/^;i/^feR. R' . RMci3{t?)i>^D 
Lt3i5{t?.T;i/^;i/{iR. R' . RUzj3tt?)7';i/:3e;ui:|pI^T-^So 

1 -T'^ y 3-7^^yrpb*;w 4--5'5.yr^;w 5-T^y^>^;w 
Liz:fc{t^^y • s^T;i/::>r;b7'5:y T;i/:3r;i/i:{±s j^^^ i ~4fls^DT;l/^;^T• 
18 
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Biz*5ttST;i/:3^i/{iRs R' s R'lz^lf^-r)\^-=!^iyiimm-^$>^o 
B{ci3{tST^;^^;^^iR^ R' s RHz:joi-f^T^)V^)i^iimm.-^^^o 

15 BCjo{t^T^;i/=Jf;i/3r:irS^{±R\ R^ lC:}3{tST^;i/^;i/:^=3p.>i:|5jg-r-^^o 
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^i^ti)\yr^~)\,:x.^)\^^ v:/h=^i':t7;i/5}^'-;i/^^;i/> 112^":^ h=^ri/:t^;^'^'- 
Q\ Q2lZ:fe{t§T^;i/=3r;i/:t:Jri^{±R\ R" ^T^ )\y^)\y-t^i^}:Lnm 
Q^{Cj5{t^T;^=^=35^i:^^±R^ R' ^ RM3*5{t^T;i/ii^i^^l^aT"fe§o 

Y \Z^\-y^T)\y^~ V yh\±UmWL 2-6 fli©iim>K^ {i^1$m>l^® T;^>^- 
RbC3:fc{ti)7';i/dr;i/^{±R. R' . R Mz^st i)7';i/^>>w^lRia-efe§o 
Rbti5{t'?)T^;i/^;i'h{±R. R' . RUc4D{taT^;i/^;i/i:|BiaT-^So 
R b (343{t § ^ ^ t;!/:^^;^ ^ L ici; tt ^ T y t;!/:)!^;!/ h [Bia-r' 5 o 

> (iH-t:DD C2, 3-b:i t:';s^>s iH-t^nn C3, 2-bD 
iH-trPD C3, 4-bD t^Ui^>^) > f-^yDtrvs^y (iH-t:^vo 

C3, 4-bD t:US<^>. 1 H-tr^^/D C4, 3-b:) l^'J>^>^) ^ ^ ^ 
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f'JvV (IH-^^^V C4, 5-b:) \^^)i?>m) ^ t:DDl^U^i/'> (IH 
-trnn C2, 3-dD t:U^i^>s IH-fDD C3, 2-d: 1^U^i^>> 1 
H-t:DD C3, 4-d) . f^VofU (lH-b-^^7o 

C3, 4-d: tf';5:i^>. b-^VP CI, 5-aD fJ^^^Vs 1H-I^^V*D 
5 C4, 3-dD t:''J^i^>^) . ^^^Vh-'j^i^> (^^^^/ CI, 2-a) 
i;^i;>. lH-^5:^yC4, 5 -dD U . t^nn h (t^ 

DP CI, 2-aD -1, 3, 5-h'JTi^>. t^PP C2, l-f:i -1, 2. 
4_ j. i;3pc^>^) ^ if^vP h 'JTt^> (t:-^V*P CI, 5-aD - 1, 3, 5 
-h')Tiy>m) . h UTVPt:Ui^> ( 1 H- 1 , 2, 3-h';TVPC4, 5 
10 -bD t^Ui^>^) ^ h UT^Pt:'; ^.i^> ( 1 , 2, 4-hUTV'P CI, 5- 
a: \^V^t^>. 1, 2, 4-h';TVP C4, 3-aD \^')^i^>^ lH-1, 
2, 3 - h UTV'P C4, 5 -d:i t:'J s S>>^ U>. ^:^^7U =^ 

y U>-s t::'; Kt:u^s^> (t^U K C2, 3-cD l:fU^S^>^) s i^'J Hti'^i; 
> (trU K C2, 3-bD \^^i^>m) s l^U KtrU (t^'J K C2, 3- 

15 dD fc'U^i^>s t:'J K C3, 2-dD tfU^^^>^) . t^U^ Ht^-;^i^> (l^ 
.J^ H C4, 5-dD fc:U^i^>. l^U^ K C5, 4-dD tT'J^i^V^) . t^^ 
y trU ^i^> (l^^S^y C2, 3-dD . ::^:7^U^^> (1,8 

i^y^) , ^ h^vPl^U ^i^> h^yp CI, 5-a: b'l; ^ 
ym) s b'Ji^> (^:iiy C2, 3-bD b'Ji^>^) . ^cny bU ^i^> 

20 C2, 3-d:) b:u ^i^>^) . ^rypt:'Ji^> (^^-t^p C4, 5- 

bD bUi^>. ^r^/P C5, 4-bD b-'Ji^>^). ^T^/PbU^i^> (^"5^ 

yp C4, 5-d: bU ^i^>. 5^rvp C5. 4-d:! tru ^^>*>^) > 

yptrOi^> (:^=J^-!t^/P C4, 5-bD bUi^>s :2l-=^^tV*P C5, 4-b: b 
, ;r=^-t>-^>^P b'J ^ >'> (;t^-!tV*P C4, 5-dD bU^v>> 
25 itVP C5, 4-dD trU ^>^>^) . 7PfUi^> (:7P C2, 3-bD b U 

:7p C3, 2-bD > :7Pt:u ^ v>(7P C2, 3-dD b'J 5: 

7P C3, 2-dD b';^v>^) s 2, 3-S^h KPbPPbUi^> (2, 
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3 h'D- 1 H-l^DD C2, 3-b:i fUi^V^ 2, S-f^tKU-lH- 

t:pD C3, 2-b:i X 2, KPtrnntf U ^i^> (2, 3 

KD- lH-t:PD C2, 3-dDl^U^>?>. 2, 3-i/*b KD- IH- 
brop C3, 2-d:i t^U ^i^>m) > 5, 6, 7, 8 -9^ b ^ b K P f 'J K C 2 , 
5 3-dDt:U^i^>s 5, 6, 7, 8-7^h^tKP-l, 8--:>-7^Ui^>. 5, 

3 -S^t KP- 2 -;r^Vt!PPt:Ui^>s 2, 3-i^bKP-2, 3-i^;r^V 
bPPt:'Ji^>. 7, 8-i^t: Kp-7-^=3F-V- 1 , 8 -:^7^'J 5, 6, 

10 7, 8-7^ h^t KP-7-:^^V- 1, 8 U >^^fe^StL^o 

3ti?>o^{i>'NP^>s t;i/^;i/s T;i/=J^i/, mpt;i/^ 

^ -?) o 

(1) 4- ( 2 -b'; i^;^*;^>'^*^^'>'^) 
25 (2) 1 -^>i?;i/:t^i/:^;b4^*-;i/-4- (4-b-'j v;^*;w^-^-f b^u 

(3) 1 -^>v*^;i/-4 - (4-blJi^;l/t^;l/>'^*^-f t:'^';i^> 
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(4) i-rDf;i/-4- (4-t:>;i^;v*>'i/^^*^'f ^^')^^> 

(5) C3- (2- (2-^:ii-;V^^>'l/) y:^y^^» -2-\^\'0^i^ru\^ 

)\,:\ -4- (4 - t:u i^;i/:*3>'v^^*^'i'>'^) tr^'J^^^ 

(6) 4- (4 -t^U i^;^:Jb;l/>'^'^^;l^) lf^iJ5^> 

5 (7) l-^>i^;V-4- (4-t^'JS^;V*>'^>'^*^'<'>'^) -1> 2, 5, 6-7^h 

(8) 3- (4-t:ui^;i/:^ji'^^*^^>'^) t:^';s^> 

(9) i-^>i^;i^-3- (4-b';i;';l/:^;^^^"^^>'^) b-^us?> 

(10) 1- (2- (4--^>S^;i/:r^f>^^^=»e^>) :3i^;i/) -4- (N- (2 

(11) i-7}-wv5.;v-4- (4-t:us^;v:*3>'WN"^^;b) t:^Ui^> 

(12) 4- (3 -bU b^'Ji?> 

(13) 1-^ v:7°Db;i/-4- (4-t:';i^;v*;wN-^^;v) 

(14) i-^^;w-4- (4-bUi^;i':*3;w-^'^-f ;i/) t:-^Ui^> 
15 (15) 1— xif-$/;v-4- (4-bUi^;v:^;wN-^-i';i/) b-^';i^> 

(16) i-'^>i^;i'-4- (4-fUi^;v:b;i/>'N*^^;w) t^^Ui-*> 

(17) 1- (2-7^ri;u:ii^;i.) -4- (4-b:u>?;i/:^;wN'^^;v) t:-<u 

(18) 1- (2- (4-p< h^>>7:^-;i') ni^;v) -4- (4-t:';i<^;v*;v 

20 ^A*^^;^) t:^'Ji^> 

(19) 1- (2- (4-^h^i^:7x^;v) -4- ( 2 - 1: u 

(20) 1- (2- (4-^DP7:-->'^) ^^^l') -4- (4-l^'Ji^;^*^W^ 

25 (2 1) i-v7^ri;i.pi^;b-4- ( 2 - 1: u ^v) 

(22) 1- C2- (4- (5-^^;U-3-^=3pV-2, 3, 4, 5-7^h^t 

KPt:u^-:^>-6-^;w) 7-^;u) -4- ( 2 s;^;^*;wn-^^ 
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(23) 1- (4 - (4, 5-S^t:h'n-2-:7>j;i/) y :^=-^^) -4- (4-1^ 

(24) 1- {2-=.huy -4- (4-t^Ui^;^:^;^>'^'^^^^) t^'^'J 

5 

(2 5) 1- (2-T^y-7:ii-;i/) -4- (4-t:';i^;^*;^>'^*^^>'^) t:-«.u 

(2 6) 1--Z2^y ^ )V-4- (4-t'U >^;v::t3;i/>'N-^'r;u) l^^US^> 
(2 7) 1 --f y-=i^y^;i/-4- (4 -tro i/;^:^;l/>'^"^^>'^) t:^Ui?> 
10 (28) 1- (3, 4. h:3ei.-^>vW;v) -4- (4-t:Ui;^;b*;b 

(2 9) i-T-te^;i/-4- (4 -t^Ui^;^:^7;^^^*^-r;^) t:^'Ji^> 

(3 0) 1- (3- (4-y)V:^u-<y^J^jv) -4- (4-i^us^;v 

15 (3 1) 1- (3- {4-y)v^v2^>'J^)v) rpt:;i/) -4- (2-t:';i^;i/ 

(3 2) 1- (1- (4 -t h*n:JrS^'^>y>f v'l') Ji^;v) -4- (2-t:'Ji;;i' 

(3 3) 1- (1- (4-^>i^;i':^=^i^^>'/-f>'^) ^^>'^) "4- (2-t^U 

(3 4) 1- (2- (4 - t h*n=3f^>':7 3iy :3rS^) 3i^;i/) -4- ( 2 - 1: >; i/*;!/ 

(3 5) 1- (4- i4-y)\y^v^y:^~)^) -4-ti b'n^i/:r^;V) -4- 

(4 - 1: i^;v*;^>'^^'i'>'i^) t:^u>'> 

25 (3 6) 1 - (4 - b h*DdpS/^ :c-;i.) - 2 - 1 K Ddp^>:ii 

^;^) _4_ (2-tf Ui^ >'I/>'<^^^^) tr^Ui^V 

(3 7) i-i>>:^5.;i/-4- (2-1^ Ui^;i/*;i^>'^^^;i/) t:^Ui^> 
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(38) 1- (2-t h*D:3i=->>-3-7iy=JrS^rDl^;i/) -4- (4-t:ui^;i/ 

(39) 1- (2-t h*U:^rS^-3-7iy^vrDl^;i/) -4- ( 3 - 1: U 

5 (40) 1- (2-t h-D^i/-3-7:ryJriyrDt:;i/) -4- (2-t:'Ji^;v 

(4 1) 1- (2--7i-;i/ai^;i/) -4- CN- (2-t:U>';i/) -N- (2- 

(N, N-s^^^;i/T^ y ) oz^;!') :*;i/^N*^-r;i/: t:^'ji^> 

(4 2) 1 -^>i^;i/:^=3rS/:b;i/4^*-;i/- 4 - ( 2 - t:'J i^;i/*;i/M*^^;u) tr^^ 

10 U > 

(4 3) 1- (3-^DD7:ii-;i/) :;t>;i/>'N'^-i';i/-4 - ( 4 -f u 

(44) 1- CN- (2-t:0i^;i/) -N- (2- (N, N - ^;VT ^ 7 ) :ii 

15 (4 5) i-^^;i/-4- (4 -i^ 'J i^;i/*;i/^N'^-r;i/) -i, 2, 5, 6-7"h 

(4 6) 1 -:=.=i^y >f 3 - (4-t:';v;i/:t»;i/>'N*^'i';i/) b:^Ui^> 
(4 7) 1- C2- (4 -:7;i/;tD-K>v*'r;i/) - 4- ( 4 - f u s;';!/* 

;w^'^-r;^) i^'^us^^ 

20 (4 8)1- (6-^nn-2-^^;i/^ ^ C 1 , 2 - aD U i^>-"3 
;i/;}f-;i/) -4- (4-f'JS^;i/:*?;i/>'N*^-r;b) t:^Ui^> 

(4 9) 1- (4 h D^vv'^v) -4- (4-b•us;^;l/*;^>'^*^^;^) tf^'J 

(5 0) 1 -^dr^^;i/- 4 - (4-if Ui^;i/*;wN*^-r;i/) t:^'ji^> 
25 (5 1) l-^>s;';i/:^=3pi>':t;;i/4^— ;i/-4- (2-^oD-4-t:ui^;^*^;^/^* 

(5 2) 4- (2-^DP-4-t:'ji^;i/:*?;i//N*^'r;i/) t:^'Ji^> 
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(53) 1- i2-'^un=.i2^j ^ jv) -4 - (4-t:'Ji^;^;b;u>'\*^>r;i/) 

(5 4) 3- (2-^PD-4-b••;t^;^:^>'l/>'^'^'r;^) t:^us^> 

(5 5) 1- (4-y^)\^-( ^ -4- (4-1^ u i^;l/:^3;^/^*^-r;^) f 

5 ^ 'J > 

(56) 1- (3, 5 ->?ll3J^:/5^;i/-4-h KD^S/>'>:^^-r;^) -4 - 

(4-t°Ui^;i/*;b/N*^-r>'i/) tf^^Ui^^ 

(5 7) 1 -pb;l/>'^'^'^;^^^;l/-4- (4-t:u i?;^*;^/^'^'r;^) b^^'Ji^> 
10 ^-f;u) fcr^';i^> 

(5 9) 4- (5-^hD-2-l^Ui^;b:^>'l/>'N'^-f;i/) f'^';i^> 

(6 0) h^>X-4-^>t?)l:t^iyti)\^^^^'^5. 1- i4-\^Vi^ 

(6 1) h^>x-4-T^ y 1 - (4-t:ui^;b*;i/>'N'^-f ;i/) s>^d 

15 ^:^ri^> 

(6 2) h^>x-4-4^;i/AT^ 1 - (4-if' J i^;i/:t»;i/M*^'i';i/) 

(6 3) h^>x-4-i^^5^;i/7'^ y 1 - (4-t:u i^;^*;^>'^*^-r 

20 (6 4) N-^>i?U7^>- h^>:^- (4-lf US^;^:t^;^>'^"^-f ;i/) i/^^tr^dr 

(6 5) h^>x-4— oi^;^^^^^^;!/- 1 - (4- f'j 

(6 6) h^>;^-4--r v^nh:;i/T^y^5^;v- 1 - (4-b*us^;i/:*»;i/>'N*^ 

25 -f;i/) S/^D^:Jr-t>-> 

(67) h^>x-4--=35^y-i';i/r^y/^;i/- 1- (4-t^us^;^*;^>'^*^ 
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(6 8) h^>7.- y ^^)\^- 1 - (4 -i^u s^;^*;l/>'^' 

(6 9) h^>;:^-4-'^>i^;i/:t^f>±f;b41:3F-9-5. K- 1 - ( 4 - 1: U 

5 (70) h^>:^-4-T^y- 1 - (4-f'Ji^;i/:*j;u>'N-^-r;i/) s^-^o^^-it 

(71) h^>::^-4 - ( 1 -r^ yx^;i/) -l - (4-f';i^;i/:*3;WN-^-r 

(72) h^>;^-4-T^y^^;i/-^>;^-2-p<^;i/- 1 - (4-t:';i^;i/:b 
10 ;l/>'^•^1';^) i/^D^=^r-9-> 

(7 3) ( + ) - h^>^-4- ( 1 -^>v;i/:^^i^:if;i/^^-y-^ K^nbVl/) 

(7 4) ( + ) -h^>;^-4- ( 1 -'^>>';i/:2i-='eiy:i3;i/4^^-t>-^ h*rni:^;i/) 
-1- (4 - t:u s^;l'*;^>'^*^'^;^) s>^o^=3f--t)-> 

15 (75) (-) - h^>^-4- ( 1 -^>i^;i/:r^S>:^3;i/Jl^^-9-^ h*:7'D t:;i/) 

-1- (4 -f; i^;^*>'^>'^*^'1'>'^) i>^o^=^+j-> 
(76) i+) - h^>7.- 4- ( 1 -T^ y rnt:;!/) -1- (4-t:';s^;u:*» 

(7 7) (-) -h^>;^-4- ( 1 -T^y rnt:;i/) -i - (4-t:'; 

(7 8) (-) -h^>^-4- ( 1 -'^>i^;i/;^-=^i'*;b:^<^-9-^ K^^;!') - 

1- {4-\^W)l'ti)l^'i'E^J\^) i^^u^^vy 

(7 9) ( + ) -hv>^-4- ( 1 -'^>i^;i/:2r-=5r5^:*>;i/4^^-9-^ K:3^5^>'l^) - 

1 - ( 4 - fc: 'J i^;i/:5b;i/>'^^ ;i/) ^ D ^ Jpit > 

25 (8 0) ( + ) - h^>X-4- (1-T^yji^;b) - 1 - (4-tUi^;i/:«3;i/ 

(8 1) (-) -h^>7.-4- ( 1 -T^ yai5^;i/) -1- {4-\^^)i^)ltiJV 
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(8 2) h^>^-4- (4-^DD^>v-r;u) (4-tf'; 

(8 3) h^>^-4-T5.yp<5^;i/- 1 - ( 2 - b' U ;u) v'^n 

5 ^dri^> 

(8 4) h^>^-4-^>i^;i/:^^S>*;i/3K^-9-^ 1 - (2-t:Ui^ 

(8 5) h^>;:^-4-^^;i'T^ 1 - ( 4 - 1: u i^;i/*;i/M-^-i';u) 

10 (86) h^>^-4- (N--^>i;';i/-N-^^;i/T^ y ) (4- 
tr>;i^;b±?;wt^^;i/) i/^D^^-t>-> 

(87) h^>;^-4-T^yp«^;i/- 1 - ( 3 -t: u ;i/>''?^-r;u) i^^J^o 

(88) h^>;^-4-T^ y 1 - C (3-b KDdeS'-2-t:ui?;i/) 
15 ±;;w^^-i';vD s>^o^^+i-> 

(8 9) h v>;^-4-^>i^;^::r=3ri^:^^;^7^^=3^■y■^ 1 - (3-t:ui^ 

;l/;t^;w^•^'r;l/) 

(9 0) h^>::^-4-'K>i^;i/:t^fy;tf;b4f:3r^^5. K^5^;v- 1 - C (3-^> 
20 (91) h^>^-4-7^;i/'i' ^ 1 - (4-b';s^;i/*;i/>'^^"'i';i/) 

(9 2) h^>>^-4-^>i^;i/:r^sy^;i/:^"^t>-5. h*^^;i/- 1 - (3-^5^;i/ 
(9 3) h^>x-4-T^y p<^;i/- 1 - (3 -^^;i/-4-tr';i/;i/;^3;i/^N*^ 

25 -f;i/) i/^D^:^ri^> 

(9 4) 4- ( h^>:^-4-^>i^;i/;r^S^*?;i/^*^-9-^ h*^^;i/S>^D^drS/ 
;U:^>;i.:}f-;i/) T^y-2, 6 -i/^^;i/h:'; i^*>-N-7r^i^ K 
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(9 5) 4- {h'yy^-4--r^>^A^)]yiy^o^^^>Jl:^)\^7f.-)i,) T^^- 

(9 6) h^>::^-4-T5.y 1 - (2 -^^;l/-4-t:»Ji^;^:^3;^>'^•^ 

5 (9 7) h^>;^-4- ( 1 -^Vi^;!/:^:^^^/*;!/^}^^-^-^ h*:>^5^;W) -1- (4 

(9 8) h^>^-4- ( 1 1 -^^;i/:i^5^>'i/) -i - (4-t:';i^;i/ 
(99) h^>;^-4- (2 yai^;i/) -i - (4 -t:u 

10 ;i/) i/^D^dr1f> 

(10 0) b^>x-4- ( 2 -T^ y - 1 -^^;b3^^;v) -i - (4-fU>? 
(10 1) h^>;^-4- ( 1 -T^ y rDt:;i/) - i- (4-b•Ui^;^*»;L'/^*^ 
15 (102) h^>;^-4-7'^ y h v>>;- 1 1 - (4-i^u 

(103) h-7>x-4-^>s^;^r^ y 2 1 - (4- 
u i^;i/pb;i/y'^^-r;i/) i/^o'\=^-t?-> 

(104) h^>;^-4 - ( 1 -'^>i^;i/::t^>'*;i^7}^=5p-t?-^ K- 1 -^^^'^'^^ 
20 ;i/) -1- (4-h:ui^;i':^;i//^^^;i/) i^^u^^-^y 

(10 5) h^>^-4-^>i^;i/;r=^ri/*;b^=^-»t^ Kp<^;i/- 1 - (N-^^ 
;b-4-t^>; v;i/:*?;i/>''^^'f ;^) ^>^n^:^r-t^> 

(10 6) h^>;^-4- ( 1 -T-fe^ ^ K- 1 -^^;i/a:^;i') - i - (4-t: 
25 ( 1 0 7) h^>;^-N- (6-7'^y-4-i^'j ^s^;i/) -4-T5.y^5^;usy 

(108) h^>^-N- (IH-tDD C2, 3-b:i t: U v >- 4 - ;i/) - 
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(109) ( + ) - h^>:^-N- (IH-fPD C2, 3-bD fUi^>-4- 
-r;i/) -4- ( 1 -T'^ Y 

(110) h^>;^-N- ( 1 H-tron C2 , 3 -b: tru i?>- 4 --r;i/) - 
5 4- ( 1 -r ^ y - 1 -^f^;i/ji^;i/) i>^D^:^-9->:*?;i/;}^:3f.-t?- ? K 

(1 1 1) h^>:^-N- (iH-tr^vp C3, 4-bD )v) 

(1 12) ( + ) - h^>;^-N- (lH-b:-7^/n C3, 4-b:i t:Ui/>-4 
-4- ( 1 -T^y J^5^;i/) i>^n-viF-1?->:b>il'4^^-9-^ K 
10 (113) h^>::^-N- (IH-fvV'D C3, 4-bD t^US/*>-4-'l';i/) 
-4- ( 1 -T^ y - 1 -p<5^;i/:3i^;i/) i^^D^::^1?->:*j;i/4-^^it ^ K 

(114) (+)-h^>;^-N- (2-T^y-4-tr»Js^;i/) -4- ( i -r 

(115) h^>X-N- (lH-t:^VP C3, 4-d:) t:r'J^v>-4->f' 
15 ;i/) -4-r ^ y^5^;i/S^^n^dE^+f->*;i/4^*:3r+?-^ K 

(1 16) ( + ) - h^>:^-N- (1H-I^^^7n C3, 4-d:i t:'J^S/'>- 
4--f)l) -4 - ( 1 -T^ y ai5^;b) >-^D-\de-tl->:Jj;i/:;t^^-t^5 j.- 

(117) h^>;^-N-(lH-t:^VDC3, 4-d:ib-U^i^>-4--r 

;i/) -4- ( 1 -T^ y - 1 -^5^;i/j^^;b) s> ^i7D^Je-t^->±j;i/ 4^-^-9- ^ K 
20 (118) h^>;^-N- (4-t:'; ^i^:^;v) -4-r^y^5^;i/S/^p^:3r-tf- 

(119) h-5>;^-N- (3-T5.y-4-trus^;i/) - 4 y 

(12 0) h^>7.-N- (7H--r ^^*V C4, 5-d: t:u ^i^>-6--r 
25 ;i/) -4-T^y^^;i/>'^D^:3e-y->;^3;b7}f:3r-y-^ h* 

(121) h^>X-N-(3H-l, 2, 3-hUr^ypC4, S-dDfU^ 

i^>-7-^;i/) -4 -T^ y ^5^;^i>^p^d^■t^>:^7;l/7}^*=^•9•^ K 
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(122) h^>;^-N- (1 1 H-b-^V'D C3, 4-b: f U 

(12 3) h^>x-N- ( 1 H- 5 -i^-7V*u;b) -4 -T' y ^5^;i/f>^D^ 

5 (124) h^>;^-N- (IH-t^^^/D 1:3, 4-bD t: U i^V- 4 --T ^l') 

(12 5) h^>;:^-N- ( 4 - 1: 'J ^i^-;i/) -4-7'^y^5^;^'i>^D^:^^■t^ 

(12 6) h^>::^-N-(7H-t:PPC2, 3-d:t:u^t^>-4->f;i/) 
10 -4 -T^ y p<^;i/v^D^:^i^>:^;i/7}t:3p-ti-^ h* 

(127) h^>x-N- (2-T^y-4-t:'ji/';i/) -4-T^ y ^5^;i/S>^ 

(128) Y^y-T.--^- (^aiy C2, 3-dD t: »; ^ 5^>- 4 --T ;v) -4- 

15 (129) V^^T.--^- (5-^5^;i/-l, 2, 4-hU:PV*D CI, 5-a:i 
tru ^ i^>- 7 --r;i/) - 4 -t^ y ^^;i/iy^^n^ap-t>->:^;i':t^^it^ H 
(130) hv>x-N- ( 3 -^yry - 5 -^^;n^^vp Ci, 5-aD tru 

(13 1) h^>:J^-N-(lH-b-^^>?DC3, 4-b:t:Ui^>-4--r;W) 

20 -4- (1-r^y- i-^^;i/ji5=-;i/) i/^D^:3r-y->:*;i/:t?=^-9-^ K 

(13 2) h-5>;^-N- (2- ( 1 -b'D i; v:=.;i/) - 4 - u i^;i/) -A-y 

(133) h^>;^-N- (2, 6-vT^y-4-t:U ^i^;i/) -4-T^y^ 

25 ( 1 3 4) ( + ) - b-^>^-N- (7-^^;i/- 1, 8--:>-75^'Ji^>-4--r 

;i/) -4- ( 1 -T^ yji^;i/) fy^ D-.:^-9->:*j;i/4^:i^-y- ^ K 
(13 5) h^>;^-N- ( 1 -^>>^;i/;^-:^S/^^;ni'DD C2, 3-b) fU 
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(136) ( + ) -h^>;^-N- ( 1 -p«^;i/t^DD C2, 3-bD t^Ui^>- 

-4- ( 1 -T^ ^315^;!/) i>^D^:^r+^>*;l/:l^*^■t^^ K 
(13 7) h^>;^-N-^>i^;i/-N- (2-^>s;';i/7'^y-4-tr'Ji/;i/) 
5 -4- ( 1 -T^ y- 1 -^^;i/3i^;i/) D^:ie-y->:^;u^:3ri^^ K 
(13 8) h^>:^-N- (2-":Pi^ K-4-fU i^;i/) -4 -T^ 

(139) h^>^-N- (2, 3 -S^t Kd- 1 H-ti'DD C2, 3-bD U 

10 (140) h^>::^-N- (2, 3 -i^t KD- 1 H-t:DD C2, 3-bD U 
S^>-4-^;i/) -4- ( 1 -T'^y- 1 -p<^;i/:n^;i/) ^ D-\d^-t^>5b;^;i-: 

(14 1-1) h^>;^-N- (2 -:^;i/:^*^S/-4-fU t^;i/) -4-7^= yp<^ 

15 (141-2) (R) - ( + ) - hv>;^-N- (3-rD^- IH-t^PD C2, 

3- bD t^US^>-4--f;i/) -4- ( 1 y :n^;b) i/^ D^:^1t>?!3;i^:J^ 

(142) h^>;^-N- (IH-trnn C2, 3-b:i tr U i?>- 4 --T ;i/) - 
20 (1 4 3) h^>;^-N- ( 1 H-t:^V'D C3 , 4-bD t:Ui^>-4-^;i/) 
(144) h^>;^-N- ( 4 - >; >^;i/) - 4 -yr^'izi/y ^^;^^y^D^i^^-^^- 
(145) h^>:^-N- (l-^^;Hfnn C2, 3-b: t:»Ji^>-4--r 
25 ;b) -4- i^T-i^y i/^P^^-y->:?b;i/5}f3F-tJ-^ K 

(146) h^>:^-N- (IH-tfDD C2, 3-bD lf'Ji^>-4 — r;i') - 

4- (2-^ ^ >- 2 --r;!/) p<^;i/^'^D^:3pti->*;b^":3f--!t^ h* 
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(147) h^>^-N- il—<>i^)\y:t^i^;<^)l\:^ua C2, 3-b3 U 

(148) h^>::^-N- (2-T^y-4-f'Ji^;i/) - 4 -^T-i^ >^ ^^Jl 
5 (149) h^>^-N- ( 1 -^>i^;V;^-:^ri^p<^;U- 1 H-l^DD C2 , 3- 

b: t^Ui^>-4->i';i/) -4- (2-^ ^^^>^u >- 2 — r;i/) 

(15 0) h^>X-N- (lH-t:nD C2, 3 - h:i i^>- 4 Jl) - 
4- (3-^>S^;i/^T-i^y p<5^;i/) v^P^:^r-t>->;b;i/7K=Jr-9-^ K 
10 (151) h-7>^-N- (IH-fPD C2, 3-bD t:'Ji^>-4--r;i') - 
4- (3-7aii::;i/^m>?yp<5^;i/) D^^i^>:^;i/7ndr-y- ^ K 

(152) h^>:?^-N- (iH-t:DD 1:2, 3-b) trui^>-4--r;i/) - 

(153) hv>X-N- (lH-t!DD C2, 3-bD b:Ui^>-4--r;b) - 

15 4- (3-::r^^;i/^T^i^*y^^;i/) fy^D^^+)->*;i/^^-9-^ K 

(154) h^>;^-N- ( 1 -^>i;;i/:r=3rt^^^;i/t:nD C2, 3-b:] tru 
>'>-4--f;i/) -4- ( 2 -^vi^;^- 3 ^5^;i/) i^^u^ 

(155) h-7>X-N- (lH-t:DD C2, 3-b: fcT U i^>- 4 --f ;b) - 

20 4- (-r ^ ^*v— ;u- 2 --r;i') y^^;i/iy^p^:3r-9->:^;i/*f=^rlt^"K 

(156) h^>X-N- (lH-t:DD C2, 3-bD t: 'J i^*>- 4 --T ;i/) - 
4- (^T^/— 2 --r;i/) y p<5^;i'i/^D'\dr-!t>?!3;i/:1^^it^ K 

(157) (R)-( + )-N- (4-ti*U v;i/) -4 - ( 1 -T^y:ii^;i/) 

25 ( 1 5 8 ) N- (4 - b-'J i;;i/) - 4 - ( 1 -r ^ y - 1 -^5^;i/:n^;b) 

(15 9) N- (4-b';>^;i/) -4-T^ A^)l-2-^>Z^)l:t^iy^>X 
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(16 0) N- (4-t:'J i;^Jl^) -4 -T^ y 2 h^v^>XT^ K 

(161) (R)-(-)-N- (4-h*<j v;i/) -4- ( 1 = y 3i^;i/) - 

(162) (R) - (-) -N- (4-trUS^;i/) -3-T^y-4- (1-r^ 
yai5^;i/) -<yXT^ h* 

(16 3) (R) - ( + ) -N- (4-fUi^;i/) -4- ( 1 -T^ y j:^;i/) - 
3 -^dd^>XT^ K 

(16 4) N- (4-h:Ui^;i/) - 3 -T ^ y ^ 5^;i/^>Xr' ^ K 

(165) (R) - ( + ) -N- (lH-t:PD C2, 3-bD trU^^>-4-i' 
;i/) -4- ( 1 -T^ y:n5^;i/) ^>XT^ K 

(166) (R) - ( + ) -N- (lH-t:^V*D C3, 4-bD t:';i?>-4- 

>r;v) -4- ( 1 -T^ y3i^;i/) ^>x:p^ k 

(16 7) N- ( lH-fc:^V*o C3, 4-bD t: U > - 4 - -< ;i/) -4-^T 


(16 8) N- (4-tr';s^;U) -4 ^^;i.^>xt^ K 

(169) (R)-( + )-N-(4-t:'; i^Jl) -4- ( 1 - T^ ya:^;u) - 

(17 0) N- i4-\^Vi^JV) -4-T^ y^5^;i/^>X7'^ K 

(17 1) N- (4-b-U>';i/) -4-7'^y^^;i/-2-b Kd^s^^^Xt'^ 

K 

(17 2) N- (4-tf Ui^;i/) -4- (2-y^^yai^;i/) ^>XT^ K 
(17 3) N- (4-\fVi:^)V) -4-T5;yp<^;i/-3--hn'K>XT^ K 
(17 4) N- (4-ti''Ji^;U) -3-7-^y-4-T^y^^;i/-^>XT^ K 

(175) (S) - (-) -N- (4-t^'Jv;i/) -4- ( 1 -T'^ y:ii5^;i.) 
>XT^ K 

(176) (S)-(-)-N- (4-l^Ui?;i/) -2 - (1-T^y:3i^;i/) ^ 
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(177) (R) - ( + ) -N- (4 - tru -4- - 

(178) (R) - (+) -N- (IH-tTDD C2, 3-bD h-Ui^>-4 — T 
5 ;u) - 4- (1- (3 -rni^;!/^^^;^ ) ^^;i/) K 

(179) (R) - (-) -N- (IH-t^DD C2, 3-bD t:';i^>-4->r 
;i/) -4- ( l-T^y:^^)V) - h*^>XT^ K 

(180) (R) - ( + ) -N- (4-t'';i/;i/) -4- (1 -7^ = y ai^;i/) - 

10 (18 1) (R) - (-) -N- (4-t:Ui^;i/) -4- ( 1 -T^ y :ii^;i/) - 

(182) (R) - ( + ) -N- (3 -3— K- 1 H-t:DD C2, 3-b:i U 
i;>-4--r;^) -4- ( 1 y3i5^;i/) ^vXy'^ K 

(183) (R) - ( + ) -N- (3 -3— K- 1 H-trnn C2, 3-bD U 
15 S^>-4--r;i/) -4- ( 1 -T^ yoi^;!/) - 3 -T'i^ K^yXT'^ K 

(184) (R) - (-) -N- (4 -i^'; i^;i/) -4- ( 1 -T^ y:ii^;i/) - 
3 - h Kd^S^^>XT5. h* 

(185) N- (IH-f^yn C3, 4-b: \^^) - A - ^ )]/) -A-^T 
20 ( 1 8 6) (R) -N- (IH-b'^^/D C3, 4-b:i t: U i^>- 4 --f ;V) - 

(187) (R) -N- (IH-b'^vn C3, 4-bD t 'J >- 4 - ;i/) - 
4- ( 1 -T^ y3i^;i/) -2-nhn^>X7'^ K 

(188) N- (IH-fv^/D C3, 4-b: t:Ui^>-4--r;i/) -A-^T 
25 — i;y^>X7'^ K 

(189) (R) -N- (lH-t:^VD C3, 4-bD \^^) i^y - A - ^ )V) - 
A- ( 1 -T^ ya^5^;i/) -3-:^hD^>XT^ K 
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(19 0) (R) -N- (IH-fvyn C3, 4-bD b* U 4 - 

(19 1) N- (lH-b-^^7D C3, 4-b:) t:Ui/>-4-^;i/) - 4- (1 

5 (19 2) N- (IH-f^vn C3, 4-b:i f U i^>- 4 -^;U) -4-T^ 

(193) N- (IH-trnn C2, 3-bD t:Ui^>-4-^;i/) -4-t:^U 

(19 4) N- (IH-b'^^/D C3, 4-b:i b' U v > - 4 - ^ ;i/) -4-b^ 
10 U i^>5!7;i/:^::ir-9-^ K 

(195) N- (IH-tr^^/D C3, 4-b: ^Vi^>-4-^JV) 
y7'-fe^;i/-4-t:^Ui;>*;i//t?:^-»^^ K 

(196) N- (l-p< 1 H-t:^V*D C3, 4-bD b';i?>- 
4--r;i/) -4 -tr^U h* 

15 (197) N- (2, S-i^tKD-lH-ti-OD C2, S-b^ tf'Ji^>-4- 

^;i/) -4 -b^u s^>*;i/:^f:^-y-$. K 

(198) N- (IH-tTDP C2, 3-bD b'Ui^>-4-^;i/) -1- (2- 
7 jii-;i/ai'5^;i/) - 4 - tr^U i^>:!b;i/:Jfdr1t5. K 

(199) N- (IH-trnn C2, 3-b:) b'Uv>-4-'i';i/) 

20 y-4-fcr^';i^>:5!j;^4^dr-tf^ K 

(2 0 0) N- (IH-bDP C2, 3-b: tr U > - 4 - ^ ;i/) -1- (3- 
:7 i.^;i/rD t:;i/) -4 -b'^'j s^>*;u^^-9-^ K 
(2 0 1) N- (iH-b-DD C2, 3-b: br';i;'>-4-^;i/) -i-^>s; 

25 ( 2 0 2) N- (lH-b-^V*D C3, 4-b: b U > - 4 - ^ ;i/) -1- (2 
-:7i-;i/ai.^;i/) - 4 - b^ U i/'>:^3;i/jt^^-9- ^ K 

(2 0 3) N- (IH-b^^/D C3, 4-b: b U i;>- 4 -^;i/) -1- (3 
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t^m.<l±. it^m (8 0) ^ (109). (110). (112). (11 
5). ( 1 4 2). ( 1 4 3). ( 1 4 4). ( 1 4 5). ( 1 5 3). ( 1 5 
7). (163). (165). ( 1 6 6) ( 1 7 9) As^tf ?,n€)o 

^^>^;i/^>^. y^)\ym. -^v-fym.. ■^yy'j^^m.. ^:^ym.. m^m.. 

10 Ui^>^©T^y^^ojMh-r^:ii:*)T-tSo ^^ic. ^n^® iTk^ai^. 27K 
l/^2 7K^tJ. l/37K^i^. l/Ai^m'm. 2/37jc|nJ^. 3/27K^ntl 

-fiS^^ (I) T'^^n^<b^^{i. 2|^ilBg6 2-89679^. 3 - 2 1 

8 3 5 6-^. i|tlll¥5 - 1 9 4 4 0 1-^. 6 - 4 1080-^. WO 95/2 

15 8 3 8 7-^4b'<J:t>*WO 9 8/0 6 4 3 3-^*|{ZsBm^tLTl^^:&^lCck •5-&fi£r^ 

Rho:3p:h-Hf|jagrStt^W-rS'fb^i^. sfctt^-^^ (I) D^^ns-fb-^ 
•i^i.. .^7x'. ^5?. v»i7^. ^^6Dlli?L»tc^LF^H^4M2^$ -M^^J^CD^ 

25 ^ffl^nso 
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tz hx.\ts ±hbr h o ^i—^m.m^\^^Mr^ih^'m^m.m±.i^^ 
{WMnk ^^^m. mm.m. 'mm.nk m^m. ^^m. mmmmmm) t 

n-^m. vo^yr^k mm. %m. mmm. ^^mm mm. ^^^j^) > ^^j. 
5 nBLxm. mmwim. f^mm. mnkmm(DWimt\.xmn^tcmmnizmvtcm 

^^>m. ^h'^ym. ^^^>m. h^>i^j^m. T^^trnfAM. -^z^^ym. 

^i^iz. uMi±^j£!.^mizm\:^xmn(Dm&.^m\^tz^m. tzt^itm^^. mm^ 
^^mi$-mmtt^m^i±. mm^^mm (^v—ym. h^^^uznym. t-rs/ 
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m7Kmmi^^if<^n^o :i(Ds^mmmmizmMmm ipmmm(Dtzib^^^mi^mm 

^^mit^<^ 10. Omg 

?L*I 5 0. Omg 

h '^7^ Dni/^^ry 2 0. Omg 

20 ^^-b;i/0— X 2 9. 7mg 

lf:-;i/t'D ij K>K 3 0 5. Omg 

5.0 mg 

■x^-rn >a^v'>y^.->t^A o. 3mg 

12 0. Omg 

ij t-;i/trDU K>K 3 0!i^aM^fflV^Ti^^L^ 2 0 ^ i^iCDlS^abTii^l^ib 


39 


wo 00/57913 


PCT/JPOO/01728 


:^mmit^'l^ 10. Omg 

5 7 0. 0 m g 

h r>^D=iSy7=^>r> 3 5. Omg 

^'U t:-;bt:n U K>K 3 0 2. Omg 

2. 7mg 

•X^T^} >i!!^-T^^.->t^A Q. 3mg 

10 1 2 0 . Omg 

>K 3 0)|^B?S*>^V^Ti^-^U^ 2 0 ^ >y S>i©^?&jlbT3t3|Si tfco 5 0'*CT'2^ 

^?g-&bs ?g:br-lr;i/ (4-^) iz^mi.. 1 2 0mgcD:t»:7--fe;i/^J§^b^co 

t;T®^@^^Jlc{i. Rho:^:h— tfISStgt4>^;&t-^<b^tJTfe§ ( + ) 

-h^>;^-4- ( 1 -7' 5. y - i- (4-t•Ui^;l/*;^>'^*^>r;^) 

D^^-y-> 2 HC 1 • 1 H2O my. Y- 2 7 6 3 2 hl^^r^) ^fflv^fco y- 

2 7 6 3 2{i=S-l|l^t343l.^TFjf^C>^il^i:5^acto&S:^^7k{^^M • #|RbTffl 
20 V^Jto 


II 3*^^®^]^ 

6iilS^ (^1 5 g) ©iftifDC 5 7 B L/e v.j7^^-S|4E (n=4) h CI 
25 tllz^ ^>>^mBlz5mm&n^^LX C^tl-tS-^S : 2 O Omg/k 

iy>ik-^mit^mi7 . 14. 21. 4 0 Hg<Dflit{C:fe{t^ROCK-II 

40 


wo 00/57913 


PCT/JPOO/01728 


M^^cD^MM^. :/^^v^^>>$jS#U^l^i&t)i:^^^c?lJ^bfco ROCK 
-II ilfE^CD^3^aiir e a 1 time Quantitative RT-P 
CR^^mi^m^Ltzo y^-<^ — tLm\^J.Tmm^m^^tz [forward: CAT 
GGTGCATTGCGACACA (M^mm^m-^ 1 ) ^ reverse : T C G C C C 

5 ATAGTAACATCACCT (mmM^m^2) ] o ROCK-II MB^(D 
^MMl^ , G A P D H (Glyceraldehyde-S-phosphate dehydrogenase )Jltfe^© 
m^mrnhLX (Rock-II m RNA) X (GAPDH m RNA) h LXmnmizmLtzo 
{i¥*&±SEM (n = 4) Xml^tzo ^^^it (Satical analysis was performed One- 
way ANOVA test followed by Fisher's least significance test) 'Qfrta-ofz 

10 (^m) 

R o c K - 1 1 3t<E^©^ms{i> rv:^^'i iyy^^-mx\±. ru^-^^ i^>$}F 

^^mhtbnvxi BE^xu2 iBEx^miz-mmx$>-Dtz (mi) o ^^132 i 
15 m^mixmwiLtzy'uyt-^-f iy>m^mn^mi^ imumm ^^^ji^^mi^x 

Y-2 7 6 3 2tt. i^>ik-^mmj]B (OlUg) if' lb 8 BE (5[e] 

g) ^xi±. i^>i^-^€Dmmizm.s^\^i^-^L. m4 oBg^T-ttm^t 

20 xmBik^Ltzo 4 0 Hglcfl$©^$|{b©llJg<&ti Ko^^s^rn i; ><^«*5cfct;fim 
mm^lzX^^mi^tzo t KD:3p>>rD U >^fi{i Iran ^(Dm^ (Tran J. 
Clin. Invest., 99: 608-617, 1997 ) {3?&oTiiJ^ Ufco ^tz. mM^fet-:fe{t^ 
m.mit(Dm^it Aschcroft ^nr (Aschcroft ^ ,J. Clin. Pathol. ,41:467- 
70,1988) tzJ;bMLfeo 

25 (^m) 

Y- 2 7 6 3 2\^r\^^^^ iyy^-^lZ^^b)^ Yu^i^ru i; >-^MCD±#^ffl 
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nmm (%) 



+ Y-27632 (100 ytzg/kg) 

53.8 


+ Y-27632 (10 Aig/kg) 

38.6 


+ Y-27632 ( 1 /zg/kg) 

30.0 


+ Y-27632 ( 0.1 /zg/kg) 

28.2 


+ Y-27632 ( 0.01 //g/kg) 

-10.6 

Y-27632 

(1000 //gXkg) 

92.1 


2. %mM'^mz^:hmmiLit(Dm.m.<Dm\^ 

Y-2 7 6 3 2\±-yv^-^-(i/>^^\z^:h Aschcroft X3TOJi#^ 10// g/ 
kgJi;±Offl»-eW!lt/i (^2) o *:p<0.05s **:p<0.0 1§^^ 

To 


Aschcroft X =1 T (¥±5±jg2p^M) 



3.54±0.43 

■>^l/:tv^^>>-l- Y-27632 ( 0.1 /zg/kg) 

2.79±0.26 

-h Y-27632 (10 /zg/kg) 

1.85±0.26**' 

Y-27632 (100 /zg/kg) 

1.98±0.41* 

Y-27632 (1000 /z g/k g) 

1.33±0.21 


1.12±0.32 


(BALF) ^(D^mmm.mzm^-ri'^m 
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Y- 2 7 6 3 2cDjs-^ft{±ioo//g/kght. m^m2 tmmizmB^^\.t^o yi^ 

:t'^-fi^>i9t-^mtl^ifi^7Bm. 2 1 B g*5«fctJ^4 0 a S B A L F >£[hI 

5) o Wmi^m±^=^^^ h^-iS7-{Cct t3?BiJ^Lfeo ^mWJiBALF J:t)•9--1' 
hXfc!> (Auto Smer CF-12D, Chiyoda seisakusho, Tokyo, Japan) \z.X.\)W0fM.'^ 
May-Gruenwald^fe^ff^-^:^^. gS^^MTl-StSiJ L:^co 

(?^^) 

(BLMg¥) Ott:^^:fx'-r i>>$:IS#LY-2 7 6 3 2<l:|5SB^S-%^L;tg| 
(Y-2 7 6 3 28¥) A«:^u^ ^^>:&tS-^^-r^S:^m7X^PiSJS#b 
(NormalSI) ^^n^nrnTo *S^{i¥iS±SEM(n=5)T-^NLfeo ^^Ji 
(Satical analysis was performed One-way ANOVA test followed by Fisher's 
15 least significance test) T'tf^^fc: (*P<0. 05 ; BLMP vs Y-27632g¥) (§ 
p<0.05;BLMS¥ vs Normal S¥) (+p<0.05 ; Y-27632 S¥ vs Normal g¥) 

v>-fmmc) lizmm-vmMtjimiyitjiti^r^tio y-2 7 e 3 2mitBLMmhit 

^•:7x^M-7^n:7T-i:^a^«1* (MH-Sm) . (NIH3 

=^^yf^— (chemotaxicell, KUBABO, Japan) J; D igij^ L ;t o ts^ffl "T ^ 7 ;b 
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(LPS, E.coli:B-4, Sigma, St Louis, MO, USA) ^4JS)<T{±vt>^-r > 
^_n^dp>_l^_^ (IL-1/?. Genzyme/techne, USA) NIH3T3^ 
5 JiaTiiifil/NStSt^'fbH^ (PDGF-BB, UBI, Lake Placid, USA) ^^ix^tim 
V^Jto M^t\±m'l'l±Tmi^M^. Y-2 7 6 3 2li±mizm^ti:m^X-}muLtzo 
M/i&tiMH- S«*5j;t>*N I H 3 T 3«(DJ^'^{i3 T^Ce 1 2 O^F^ff 
$f tf^cD^-a-ti 3 7°Ctr9 O^mnti-otzo ^mmTm. m^mm^Giemsa. (Muto, 
CO., Ltd, Japan)-tr^feLs «i!j^OTiJ bJ^Co ^fii{imiU<^¥i^±SEM bfco 
10 (^m) 

MH-Siifla^C:feV^T> Y-2 7 6 3 2«LPS ( 1 //g/ml) C 
m^mznmL. ^cDI C5o^ifi{i4.8±2.0/zM(n=6)T-feo;t (ia3(a)) o Jf^^Sc 
{C:^5V^T^ Y - 2 7 6 3 2 I L - 1 /? ( 5 ng/ml) t J: ?)jS^^?iS*Sc#e^lCifp 
^Jbs ^® I CsoiS(i8.4±2.1>aM(n=6)-?rfeo;t (K3(b)) o NIH3T3TO 
15 CiSV^TY- 2 7 6 3 2{iPDGF-BB ( 1 0 ng/ml) cJ;^jt^*?igtl!<#6^ 
{^»Jb^ ^CD I Cgo^ilti 1.6±0.5//M (n=6) X$>-Dtz (1113(c)) o 

20 • m^mmcD^m • t^^^^^ bT#fflT'^i)o 
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i/ — Ji>i/>^r^-r 'X'— (forward) tLXi^mT^ 
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2 . R h o ^i-—\fmm^\^^^-r^it^m^rm-i^^ ( i ) 

O Rb 

'I I (!) 
Ra C N Rc ^ ' 

r2 



NR^ 



(d) 


10 (i^*. R«{±7Km^ T;i/=^r;i/tfe{ii^ : -NR«R^ (CICIT^ R\ R^iPJ— ^ 
7kil> t;i/^;k T^;i/:3f^;K :7x-;i/, ^ h n ^^fo ^feiis R' 
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T^y. rsy^i/T^y. \lYu^^^^ 7'^;i/:ir;i':^ 

I 

(CH2)i(CW(CH2)n (e) 

15 ^nO^;t{i l~3(D^m^^N^o ) ^^sTo 
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o 



(i) 


i^fp. B{i7k^> TJV^jv^ T)i-n^i^^ T^)i^)iyir^^>. 

:7 U;i/^fe{i5 3 -;^=3pV- 2 , 3, 4, 5 -t^ h ^ b h* o t: U ^i^> 

— 6 — 'f y'bS^To 
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3. Rho^^i—Mmm^^^m-r^it^^fy^rm-^^ c ) 

O Rb 

II I 

Ra' C N Rc ^ ' 


C^^^ Ra' {i^ 


R'> 


.1^ 


N 



(a') 


N H 


R 


1^ 


(b') 


^tzit. R' i:RMi^-^bTl^^t-rsS^il^i:i:*)C^*C3^e>(::^^;p^. 

R\ R''{i|5l— ^>tliM^coT7K^N T^;i/dr;i/. /nd^v, -hDs 

T>';i/T^y. tKo^^ri^^ 
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I 

(CH2)i(CUCH2)n (e) 

4. Rho^:h— fe-pfl^fStt^^^-ra-fb-^tlAs. ( + ) - (1-T 

-1- (4 -tru i^;i/:t>;i/y\'^-r;i/) i^^n^^v>. (+) -hv 
>:^-N- (IH-brnn C2, 3-b: t: U i;>- 4 --r;i/) -4- 

i^^D^dF-y->:tj;i/:}f:^-t>-^ h\ (R) - ( + ) -N- (4-l^Ui^ 
15 ;V) -4- ( 1 -<>XT^ h\ (R) - ( + ) -N- ( 1 H - 
np C2, 3-bD tf';i^>-4— Y;!/) -4- ( 1 /^>XT^ 

5. Rhodp:^— fe-pfl^rSt^^feWrs-fb^tiib^. ( + ) -h^>;^-4- il-T 
20 -1- (4-t:u i>*;i/:*7;w\*^-i';i.) i^^ n^^v->:is^n/^tzit 
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7. Rho^i—^mm^^^m-r^ih^'^t^-'^^ d) 


O Rb 


Ra- 


-N Rc 


(I) 


R 


1^ 


N 


r2 



(a) 


R^ 


N- 


R" 


(b) 


R= 


(c) 


NR' 


(d) 


tK^s -hrj^tzl^i^Ty'^TfsTo tfeJis R' 
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T^y. TS/;i/7'^y, bKD:arv-, T'yji^ji/Tt 

I 

(CH2)i(C)^(CH2)„ (e) 

10 

15 ^ (c) pfi. L{i7K^^ T^yT;i/:3r;K • y 7^ 
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i^^. Bl^TkM. T}\y^)l\ T;1'=2^v. 
- 6 -'l';W^:u^t"o . 

20 izX^m^n^T^ Yit^!^. ^cDMi4<*:*5cJ;t>V*7"z{±^©M^±fF^^ti^S 
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8 . R h o ^i—'\zmm^^^m-r^it^<i^i^rm-^^ ( i ' > 

O Rb 

Ra' C N Rc ' 

C^f^. Ra' (i^ 


T^y, 7'$^;u7'^y, tKn^s^, ■r^)i^)i:t 
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(CH2)i(CW(CH2)n (e) 

9. Rho^i-—iimmi^^^mT^^t^mK ( + ) -hv>>^-4 - (l-T 

15 >^-N- (iH-trnn C2, 3-bD t: u s^v- 4 -4- 

S^^ D^:^-9->:tf;i/4tde-tl-^ h\ (R) - ( + ) -N- (4-t:Ui^ 
-4- ^>Xt5. h\ (R) - (+) -N- (IH-t^ 

DD C2, 3-b: 4-^ }V) -4- ( 1 -7^ ^ 7 ^>Xr^ 

10. Rho:^r±-^fPISfg^4^Wi-^'^l:^tlA^^ (+) - h-7>x-4 - (l- 

-1- (4 - tru i^^u^:irV->^^u/^fz 
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12. R h o ^i—'^mmm^^m-r^it'^!^^Tt^-m^ ( i > 


O Rb 

II I 

Ra C N ^Rc 


(I) 


Cuff's RaJi^ 


R 


R 

1^ 


(a) 


R"= 


R 



R^ 


(t» L— N 


R^ 



(c) 


10 ^"Tj^p, fe§v^{ii^ 

nr"^ 



(d) 


(sect's R'{i7K^> : -NR8R9 (ccit^ R\ R'tiisi-t 

7Km. :p-7;i/::ir;K :7i-;k h D^feJii^^y ^^nTo tfefi. R' 
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R^filBl— ^;t{iS^oT7K^> :p;1'^;L'. t^ji^ji/. — ho. 

T^^s Tt^jiTK^. \i\^a^iy, -rjvzi^iy^ T'yjv^jVTt 


57 


wo 00/57913 


PCT/JPOO/01728 



(i) 


a-T^y^>s^;K t:'Ji/';i/. y^^-jw yjL-jvT 

- 6 — OV^^To 
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13. Rho^3^— tfPagrSt4^W-rs<b^tJ**THB-^^ (I' ) 
O Rb 


Ra"- 


-N Rc 


C^4j. Ra' 


R' 
R 


N- 


R^ 



(a*) 


R"= 


R'> 


R 


1/" 


N- 


/J>- 


(b-) 


^tzlt. R' i:RMi^^bTI?^}tt-^^^J^^hasfe^;I^4'^::^?>{-^^J^^^ 
10 fijc-rSS^^-To 

R (iTkm ^ * ^ -r o 
r^y. T)i^)iT^y. T>';^T^y^ tKD^rv, t'^;!/^;!/:?!- 

Alt A 
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I 

(CH2)i(CU(CH2)n (e) 

10 mi3^o 

14. Rh.o^i—^zm.m^'&^Mt^it^'mi^. ( + ) -h^>>^-4- (1- 
T'^y^i^;!/) -1- (4 -If 'J i?;i/*f;i/>'N*^-r;i/) s^^n^^-y-v, (+) -h 

^>:?^-N- (IH-tTDD C2, 3-bD l:fUix*>-4->l';i/) -4- (1-7^ 
>>^D^Jpti->:^;i/^'^-9-^ h\ (R) - (+) -n- {A-\^^)i> 
15 -4- (1 -T'^ y -^>Xt^ h\ (R) - ( + ) -n- (iH-t: 

DD C2, 3-bD b*';i^>-4--r;i/) -4- ^>xt5: 

15. Rho^r:^— fe-piS?gi4^;^-r^<b^tJ*s^ ( + ) -h^>X-4- (1- 

20 -i - (4 - i^;^:*;;^/^•^>r;^) i^^D^^ii->j3<tt;^/^/r 
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17. R h o ^i-—^mmm^^m-r^ih'^WTm-^^ ( i ) 

0 Rb 

1 I 

Ra C N Rc 


(I) 


R^ 
.1^ 


N- 



(a) 


R 


.1^ 


N- 


(b) 


(C) 


R*' R" 


R'' 


(d) 
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T^J. bh*n:3pi^, 7';i/=idri-. T'y}]/^)]^^ 


R 


10 


(CH2)i(CW(CH2) 
Rii 


In 


(e) 


O 

II 

c 



(g) 
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7r.-;\,T)l^)ls a-T^y^>i^)V. 7U;K trUi^;^ ^zn-;!/, yj^::zjlT 

- 6 --i';i/^^-ro 

15 yT)l^)\y^7riTo 

18. Rho:^:^— ^fPflSf£l4<&W-rS'fb^i^*«TIB-^^ (I' ) 


O Rb 



(!') 


20 

Ci^ltf^ Ra' {±5S; 
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N ^A- 


> 



R\ RMi|5]— ^3t:{i^5&:oT7j<:^> T;i/Jf-;i/, 7'^;bdr;b, 7\u^>, -hu, 
^^>. t^T J ^ Tiyjv. ^)Vt]yh. T^)\y^)V^y>r. 


10 


(CH2)l(CU(CH2): 


In 


(e) 


11 
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19. Rho^i-—tzmmm^^m-r^^t^!mtK (+) - h-^>;^-4- (i- 

- 1 - (4 -i^ u i^;i/:t7;WN-^-f D'\:^r-9->s ( + ) -h 

10 ^>;^-N- (IH-trnn C2, 3-b: t^>- 4--( )l) -4- (1-T 
^yj:^;!/) iy^a^^V->ti)V^^^-^^ h\ (R) - ( + ) -N- (4-t:'J>' 

-4- ( 1 -T^ ya^^;^) ^>xi^5. h\ (r) - ( + ) -n- (iH-t: 

DD C2, 3-bD t:Ui^>-4->r;i/) -4- ( 1 -T^ y:r:5^;i/) 

2 0. Rho:3r3^— fe*PMrS14^^rs<b^^d^ ( + ) - h^>^-4 - (1- 
T^yj^5=-;i/) -1- (4-t:';i^;l/:^J;^/^•^-l';^) D^dr-t^->i5 .fcti^/^fc 

2 1 . ifAfcoiSH 6 ~ 1 0 ®v^■rtt7?pl3f3«©p^wt4fl*2^$ • mmm&cD^^ - mm 
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